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Tuberous sclerosis complex (TSC) is an autosomal dominant disorder with high clinical 
variability. TSC is caused by pathogenic variants in the genes TSC1 or TSC2 that regulate cell 
growth and proliferation. Affected individuals develop benign tumors in many tissues and 
organs. Neurological manifestations include epilepsy, autism, cognitive and behavioral 
dysfunction and giant cell tumors.1  
Fetal cardiac rhabdomyoma can be diagnosed by prenatal ultrasound.2 If present, further 
studies to confirm fetal TSC may be indicated1: Fetal MRI to document or exclude cerebral 
manifestations, which may escape prenatal ultrasound, and invasive fetal genetic testing. 
In a 30-year-old primigravida fetal screening ultrasound had shown an echogenic lesion in the 
left cardiac ventricle (LV). Detailed fetal assessment at 22 weeks’ gestation confirmed a 6mm 
echogenic lesion in the LV (fig. 1A), and additional smaller ones were found in the right 
ventricular myocardium. Fetal MRI was performed, demonstrating a 17mm cerebral lesion 
close to the foramen of Monroe, visible also on fetal brain ultrasound examination (fig. 1B). 
Invasive fetal testing showed a likely pathogenic variant c.2423C>T (p.(Leu808Ser) in exon 22 
of the TSC2 gene. 
Familial history was negative for TSC, but at the time of the fetal examination, the father was 
noted to have facial skin anomalies, which had previously been diagnosed as angiofibroma 
(fig. 1C).  
DNA extracted from his blood, saliva and an angiofibroma biopsy were tested for TSC1 and 
TSC2 variants by high-throughput next-generation panel sequencing, but found to be 
negative. Finally, a semen sample was analyzed using targeted next generation deep 
sequencing: the TSC2 variant present in the affected fetus was detected in 10% of the paternal 
sperm DNA. 
Cognitive dysfunction and seizures may develop in infants with TSC, but seemingly healthy 
adults may not be aware of the potential consequences of innocuous skin lesions, as in this 
case. Fetal and paternal TSC was suspected at the time of the fetal ultrasound examination. 
Genetic analysis confirmed TSC in the fetus, but failed to prove paternal TSC in blood, saliva 
and and skin lesions. Only molecular analysis of sperm DNA confirmed the paternal origin of 
TSC. The father seems to be spared the dismal consequences of TSC due to his postzygotic 
low-level mosaicism. In case of fertilization of an egg with a sperm carrying the TSC2 variant, 
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Figure legend 
Fig. 1 Fetal and paternal signs of tuberous sclerosis. 1A Sonographic view of the fetal cardiac 
four-chamber view at 22 weeks’ gestation, showing a 6mm echogenic lesion in the left 
ventricle. 1B. Nasolabial fold of the father of fetus in 1A, showing facial angiofibroma.  
1C. Contrast enhanced volume ultrasound image of the fetal brain at 22 weeks, showing the 
17mm cerebral lesion next to the median border of the frontal horn of the lateral ventricle 
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